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DEPARTMENT  OF  HEALTH  AND 
HUMAN  SERVICES 

National  Institutes  of  Health 

Recombinant  DNA  Research;  Actions 
Under  Guidelines 

agency:  National  Institutes  of  Health, 
PHS,  DHHS. 

action:  Notice  of  Actions  under  NIH 
guidelines  for  research  involving 
recombinant  DNA  molecules. 

SUMMARY:  This  notice  sets  forth  four 
actions  to  be  taken  by  the  Director, 
National  Institutes  of  Health  (NIH), 
under  the  May  7, 1986,  NIH  Guidelines 
for  Research  Involving  Recombinant 
DNA  Molecules  (51  FR 16958,  May  7, 
1986). 

EFFECTIVE  DATE:  October  26, 1988. 

FOR  FURTHER  INFORMATION  CONTACT: 

Additional  information  can  be  obtained 
from  Ms.  Rachel  Levinson,  Office  of 
Recombinant  DNA  Activities,  National 
Institutes  of  Health,  12441  Parklawn 
Drive,  Suite  58,  Rockville,  Maryland, 
(301)  770-0131. 

SUPPLEMENTARY  INFORMATION:  Today 
four  actions  are  being  promulgated 
under  the  NIH  Guidelines  for  Research 
Involving  Recombinant  DNA  Molecules. 
These  four  proposed  actions  were 
published  for  comment  in  the  Federal 
Register  of  April  18, 1988  (53  FR  12752), 
and  reviewed  and  recommended  for 
approval  by  the  NIH  Recombinant  DNA 
Advisory  Committee  (RAC)  at  its 
meeting  on  June  3, 1988.  A  transcript  and 
minutes  of  that  meeting  are  available 
from  the  Office  of  Recombinant  DNA 
Activities  at  the  address  given  above. 

In  accordance  with  section  FV-C-l-b 
of  the  NIH  Guidelines,  these  actions 
have  been  found  to  comply  with  the  NIH 
Guidelines  and  to  present  no  significant 
risk  to  health  or  to  the  environment. 

Part  I  of  this  announcement  provides 
background  information  on  the  actions. 
Part  II  provides  a  summary  of  the 
actions  of  the  Director,  NIH, 

I.  Decisions  on  Actions  Under  NIH 
Guidelines 

A.  Proposed  Amendment  Regarding 
Certain  Large-Scale  Fermentation 
Experiments 

In  a  letter  dated  March  24, 1988,  Dr. 
Joseph  R.  Fordham  of  Novo 
Laboratories,  Inc.,  Danbury, 
Connecticut  requested  that  Section  III- 
B-5,  Experiments  Involving  More  Than 
10  Liters  of  Culture,  be  amended  by 
adding  the  following  paragraph: 

"For  large-scale  (LS)  fermentation 
experiments,  involving  non-pathogenic 
and  non-toxicogenic  recombinant 
strains  of  host  organisms  having  an 


extended  history  of  safe  industrial  use 
the  appropriate  physical  containment 
conditions  need  be  no  greater  than  those 
for  the  host  organisms  unmodified  by 
recombinant  DNA  techniques:  the  IBC 
can  specify  higher  containment  if  it 
deems  it  necessary.” 

Justification  for  the  proposed  change 
was  included  in  the  submission. 

This  proposal  was  published  for 
comment  in  the  Federal  Register  of  April 

18, 1988  (53  FR  12752). 

Three  letters  were  received  with 
comments  on  this  proposal.  All  of  the 
letters  provided  unqualified  support  for 
the  proposal. 

The  RAC  considered  this  proposal  at 
the  June  3, 1988,  meeting.  The  RAC 
supported  the  proposal  but  felt  that  it 
should  be  incorporated  into  Appendix  K, 
"Physical  Containment  for  Large-Scale 
Uses  of  Organisms  Containing 
Recombinant  DNA  Molecules,”  rather 
than  in  Section  III-B-5.  Accordingly,  the 
RAC  recommended  that  Appendix  K-I 
be  modified  to  read  as  follows: 

Appendix  K-I — Selection  of  Physical 
Containment  Levels 

The  selection  of  the  physical  containment 
level  required  for  recombinant  DNA  research 
or  production  involving  more  than  10  liters  of 
culture  is  based  on  the  containment 
guidelines  established  in  Part  III  of  the 
Guidelines.  For  purposes  of  large-scale 
research  or  production,  three  physical 
containment  levels  are  established.  These  are 
referred  to  as  BLl-LS,  BL2-LS,  and  BL3-LS. 
The  BLl-LS  level  of  physical  containment  is 
recommended  for  large-scale  research  or 
production  of  viable  organisms  containing 
recombinant  DNA  molecules  which  require 
BLl  containment  at  the  laboratory  scale.  For 
large-scale  fermentation  experiments 
involving  non-pathogenic  and  non-toxigenic 
recombinant  strains  of  host  organisms  having 
an  extended  history  of  safe  industrial  use,  the 
IBC  may  set  large-scale  containment 
conditions  at  those  appropriate  for  the  host 
organism  unmodified  by  recombinant  DNA 
techniques  and  consistent  with  good 
industrial  large-scale  practices.  The  BL2-LS 
level  of  physical  containment  is  required  for 
large-scale  research  or  production  of  viable 
organisms  containing  recombinant  DNA 
molecules  which  require  BL2  containment  at 
the  laboratory-scale.  The  BL3-LS  level  of 
physical  containment  is  required  for  large- 
scale  research  or  production  of  viable 
organisms  containing  recombinant  DNA 
molecules  which  require  BL3  containment  at 
the  laboratory-scale.  No  provisions  are  made 
for  large-scale  research  or  production  of 
viable  organisms  containing  recombinant 
DNA  molecules  which  require  BL4 
containment  at  the  laboratory  scale.  If 
necessary,  these  requirements  will  be 
established  by  NIH  on  an  individual  basis. 

The  RAC  then  voted  17  in  favor,  none 
opposed,  and  one  abstention  to 
recommend  approval  of  the  proposal  as 
amended. 


I  accept  this  recommendation  and 
Appendix  K-I  has  been  modified 
accordingly. 

B.  Large-Scale  Production  Involving 
Cephalosporium  Acremonium  Strain 
LU4-79-6 

In  a  letter  dated  December  4, 1987,  Dr. 
Mark  A.  Fogelsong  of  Eli  Lilly  and 
Company,  Indianapolis,  Indiana, 
requested  approval  to  conduct  large- 
scale  experiments  and  production 
involving  Cephalosporium  acremonium 
strain  LU4-79-6  under  less  than 
Biosafety  Level  1-Large  Scale  (BLl-LS) 
conditions.  Information  on  C. 
acremonium  and  construction  of  strain 
LU4-79-8  was  provided  in  the 
submission. 

This  proposal  was  published  for 
comment  in  the  Federal  Register  of  April 

18, 1988  (53  FR  12752). 

Four  letters  were  received  with 
comments  of  support  for  the  proposal. 

The  RAC  considered  this  proposal  at 
the  June  3, 1988,  meeting.  By  a  vote  of 
twelve  in  favor,  none  opposed,  and  three 
abstentions,  the  RAC  recommended 
approval  of  the  proposal. 

I  accept  this  recommendation  and 
Appendix  D  has  been  modified 
accordingly. 

C.  Proposed  Amendment  of  Appendix  A 
To  Include  Pseudomonas  Mendocina 

In  a  letter  dated  March  28, 1988,  Dr. 
Burt  D.  Ensley  of  AMGen,  Thousand 
Oaks,  California,  requested  that 
Pseudomonas  mendocina  be  included  in 
Sublist  A  of  Appendix  A  of  the  NIH 
Guidelines.  Data  in  support  of  the 
request  were  included  in  the  submission. 

This  proposal  was  published  for 
comment  in  the  Federal  Register  of  April 

18, 1988  (53  FR  12752),  for  public 
comment.  No  comments  on  the  proposal 
were  received. 

The  RAC  considered  this  proposal  at 
the  June  3, 1988,  meeting.  By  a  vote  of 
fourteen  in  favor,  none  opposed,  and  no 
abstentions,  RAC  recommended 
approval  of  the  proposal. 

I  accept  this  recommendation  and 
Appendix  A  has  been  modified 
accordingly. 

D.  Proposed  Amendment  of  Appendix 
C-IV  To  Include  Bacillus  Licheniformis 

In  a  letter  dated  March  30, 1988,  Dr. 
Joseph  R.  Fordham  of  Novo 
Laboratories,  Inc.,  Danbury, 
Connecticut,  requested  that  Bacillus 
licheniformis  be  added  to  the  title  and 
to  the  first  sentence  of  Appendix  C-IV 
of  the  NIH  Guidelines.  This  section 
would  be  amended  to  read  as  follows: 
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Appendix  C-IV — Experiments  Involving 
Bacillus  Subtilis  or  Bacillus  Licheniformis 
Host-Vector  Systems 

Any  asporogenic  Bacillus  subtilis  or 
Bacillus  licheniformis  strain  *  *  * 

Data  in  support  of  the  request  were 
included  in  the  submission. 

This  proposal  was  published  in  the 
April  18, 1988,  Federal  Register  (53  FR 
12752)  for  public  comment.  One  letter  of 
support  for  this  proposal  was  received. 

The  RAC  considered  this  proposal  at 
the  June  3, 1988,  meeting.  The  RAC 
recommended  that  "asporogenic”  be 
added  before  “Bacillus  licheniformis" 
for  emphasis.  By  a  vote  of  fourteen  in 
favor,  none  opposed,  and  no 
abstentions,  RAC  recommended 
approval  of  the  proposal. 

1  accept  this  recommendation  and 
Appendix  C-IV  has  been  modified 
accordingly. 

n.  Summary  of  Actions 

A.  Revision  of  Appendix  K-I 

Appendix  K-I  is  modiBed  to  read  as 
follows: 

Appendix  K-I — Selection  of  Physical 
Containment  Levels 

The  selection  of  the  physical  containment 
level  required  for  recombinant  DNA  research 
or  production  involving  more  than  10  liters  of 
culture  is  based  on  the  containment 
guidelines  established  in  Part  III  of  the 
Guidelines.  For  purposes  of  large-scale 
research  or  production,  three  physical 
containment  levels  are  established.  These  are 
referred  to  as  BLl-LS,  BL2-LS,  and  BL3-LS. 
The  BLl-LS  level  of  physical  containment  is 
recommended  for  large-scale  research  or 
production  of  viable  organisms  containing 
recombinant  DNA  molecules  which  require 
BLl  containment  at  the  laboratory  scale.  For 
large-scale  fermentation  experiments 
involving  non-pathogenic  and  non-toxigenic 
recombinant  strains  of  host  organisms  having 
an  extended  history  of  safe  industrial  use,  tlw 
IBC  may  set  large-scale  containment 
conditions  at  those  appropriate  for  the  host 
organism  unmodified  by  recombinant  DNA 
techniques  and  consistent  with  good 
industrial  large-scale  practices.  The  BL2-LS 
level  of  physical  containment  is  required  for 


1 
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large-scale  research  or  production  of  viable 
organisms  containing  recombinant  DNA 
molecules  which  requires  BL2  containment  at 
the  laboratory-scale.  The  BL3-LS  level  of 
physical  containment  is  required  for  large- 
scale  research  or  production  of  viable 
organisms  containing  recombinant  DNA 
molecules  which  require  BL3  containment  at 
the  laboratory  scale.  No  provisions  are  made 
for  large-scale  research  or  production  of 
viable  organisms  containing  recombinant 
DNA  molecules  which  require  BL4 
containment  at  the  laboratory-scale.  If 
necessary,  these  requirements  will  be 
established  by  NIH  on  an  individual  basis. 

B.  Revision  of  Appendix  D 

The  following  section  is  added  to 
Appendix  D: 

Appendix  D-XIl 

“Eli  Lilly  and  Company  of  Indianapolis, 
Indiana,  may  conduct  large-scale 
experiments  and  production  involving 
Cephalosporium  acremonium  strain  LLI4-7&- 
6  under  less  than  Biosafety  Level  1-Large 
Scale  (BLl-LS)  conditions. 

C.  Revision  of  Sublist  A  of  Appendix  A 

Sublist  A  of  Appendix  A  is  modiBed 
by  the  addition  of  Pseudomonas 
mendocina  to  the  list  of  organisms. 

D.  Revision  of  Appendix  C-IV 

Appendix  C-IV  is  modiBed  to  read  as 
follows: 

Appendix  C-IV— Experiments  Involving 
Bacillus  subtilis  or  Bacillus  licheniformis 
Host-Vector  Systems 

Any  asporogenic  Bacillus  subtilis  strain 
which  does  not  revert  to  a  sporeformer  with  a 
frequency  greater  than  10"^  can  be  used  for 
cloning  DNA  with  the  exception  of  those 
experiments  listed  below. 

For  these  exempt  laboratory  experiments, 
BLl  physical  containment  conditions  are 
recommended. 

For  large-scale  fermentation  experiments 
BLl-LS  physical  containment  conditions  are 
recommended.  However,  following  review  by 
the  IBC  of  appropriate  data  for  a  particular 
host-vector  system,  some  latitude  in  the 
application  of  BLl-LS  requirements  as 
outlined  in  Appendix  K-II-A  through  K-II-F 
is  permitted. 


Exceptions.  Experiments  described  in 
Section  Ill-A  which  require  specific  RAC 
review  and  approval  before  initiation  of  the 
experiment. 

Experiments  involving  Class  3,  4,  or  5 
organisms  [1]  or  ceils  known  to  be  infected 
with  these  agents  may  be  conducted  under 
containment  conditions  specified  by  Section 
III-B-2  with  prior  IBC  review  and  approval. 

Large-scale  experiments  (e.g.,  more  than  10 
liters  of  culture]  require  prior  IBC  review  and 
approval  (see  Section  III-B-5). 

Experiments  involving  the  deliberate 
cloning  of  genes  coding  for  the  biosynthesis 
of  molecules  toxic  for  vertebrates  (see 
Appendix  F). 

OMB's  “Mandatory  Information 
Requirements  for  Federal  Assistance 
Program  Announcements"  (45  FR  39592) 
requires  a  statement  concerning  the 
official  government  programs  contained 
in  the  Catalog  of  Federal  Domestic 
Assistance.  Normally  NIH  lists  in  its 
announcements  the  number  and  title  of 
affected  individual  programs  for  the 
guidance  of  the  public.  Because  the 
guidance  in  this  notice  covers  not  only 
virtually  every  NIH  program  but  also 
essentially  every  Federal  research 
program  in  which  DNA  recombinant 
molecule  techniques  could  be  used,  it 
has  been  determined  to  be  not  cost 
effective  or  in  the  public  interest  to 
attempt  to  list  these  programs.  Such  a 
list  would  likely  require  several 
additional  pages.  In  addition,  NIH  could 
not  be  certain  that  every  Federal 
program  would  be  included  as  many 
Federal  agencies,  as  well  as  private 
organizations,  both  national  and 
international,  have  elected  to  follow  thfe 
NIH  Guidelines.  In  lieu  of  the  individual 
program  listing,  NIH  invites  readers  to 
direct  questions  to  the  information 
address  above  about  whether  individual 
programs  listed  in  the  Catalog  of 
Federal  Domestic  Assistance  are 
affected. 

James  B.  Wyngaarden, 

Director,  National  Institutes  of  Health. 

[FR  Doc.  88-24704  Filed  10-25-88:  8:45  am] 
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LIST  OF  PUBLIC  LAWS 

Lest  List  October  25,  1988 
This  is  a  continuing  list  of 
fjublic  bins  from  the  current 
session  of  Congress  which 
have  become  Federal  laws,  ft 
may  be  used  in  conjunction 
with  “PLUS"  (Public  Laws 
Update  Service)  on  623-^6641. 
The  text  of  faws  is  not 
published  in  the  Federal 
Register  but  may  be  ordered 
in  irKfividual  pamphlet  form 
(referred  to  as  "slip  faws") 
from  the  Superintendent  of 
Documents,  U.S.  Government 
Printing  Office,  Washington, 
DC  20402  (phone  202-275- 
3030). 

HJL  5186/Pub.  L.  100-508 
To  designate  the  Federal 
building  and  UnKed  States 
oourttiouse  located  at  109 


Sooth  Highland,  Jackson, 
Tennessee,  as  the  "Ed  Jones 
Federeri  Building  and  United 
States  Courthouse.”  (Oct.  20, 
1988;  102  Stat.  2542;  1  page) 
Price:  $1.00 

S.  2393/Pub.  L.  100-509 
Protection  and  Advocacy  for 
Mentally  III  Individuals 
Amendments  Act  of  1988. 
(OcL  20,  1988;  102  SUL 
2543;  4  pages)  Price:  $1JX) 
H.R.  29e5/Pub.  L.  100-510 
—  To  designate  the  facility  of  the 
United  SUtes  PosUI  Service 
located  at  850  Newark 
Turnpike  in  Kearny,  New 
Jersey,  ad  the  "Dominick  V. 
Daniels  PosUI  Facility."  (Oct 
20.  1988;  102  SUt.  2547;  1 
pag^  Price:  $1.00 

H.R.  3029/Pub.  L.  100-511 
To  designate  the  new  Post 
Office  Building  in  Gretna, 
Louisiana,  as  the  “Willtam  W. 
Pares,  Jr,  Post  Office 
euWing.”  (Oct  2a  1988;  102 
SUt  2548;  1  page)  Price: 
$1.00 

HJt  4102/Pub.  L.  100-512 
Salt  River  Pima-Marioipe 
Indian  Community  Water 
Rights  Settlement  Act  of 
1988.  (Oct.  20,  1988;  102 
SUL  2549;  12  pages)  Price: 
$1.00 

HJt  4529/Pub.  L.  100-513 
Extending  permission  for  the 
President’s  Commission  on 
White  House  Fellows  to 
accept  certain  donations.  (Oct 
20.  1988;  102  SUt.  2561;  1 
page)  Price:  $1.00 

N.R.  Res.  488/Pub.  L.  100- 
514 

Designating  November  6-12, 
1988,  as  “National  Women 
Veterans  Recognition  Week." 
(OcL  20.  1988;  102  SUt.  . 
2562;  1  page)  Price:  $1.00 
S.  2057/Pub.  L.  100-515 
To  provide  for  the 
establishment  of  the  Coastal 
HeriUge  Trail  Route  in  the 
State  of  New  Jersey,  and  for 
other  purposes.  (Oct.  20, 

1988;  102  SUt  2563;  3 
pages)  Price:  $1.00 


